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Art Unit: 1632 



II. 



III. 



IV. 



V. 



ction to one of the following inventions is required under 35 U.S.C. 121: 
Claims 1-3 and 5, drawn to a method for modulating production of A(U1- 
40/42 peptide fragments comprising contacting a sample or cell in vivo 
containing BACE1 and an APP with a BACEl-modulating agent where the 
modulating agent is a BACE1 antibody, classified in class 424, subclass 9.1. 
Claims 1-3 and 5, drawn to drawn to a method for modulating production of 
A(U 1-40/42 peptide fragments comprising contacting a sample or cell in vivo 
containing BACE1 and an APP with a BACEl-modulating agent where the 
modulating agent is a BACE1 antisense molecule, classified in class 424, 
subclass 9.1. 

Claims 1,2,4 and 5, drawn to a method for modulating production of A(U1- 
40/42 peptide fragments comprising contacting a sample or cell in vitro 
containing BACE1 and an APP with a BACEl-modulating agent where the 
modulating agent is a BACE1 antibody, classified in class 435, subclass 29. 
Claims 1,2,4 and 5, drawn to a method for modulating production of Apil- 
40/42 peptide fragments comprising contacting a sample or cell in vitro 
containing BACE1 and an APP with a BACEl-modulating agent where the 
modulating agent is a BACE1 antisense molecule, classified in class 435, 
subclass 29. 

Claims 6,7,9 and 10, drawn to a method for identifying a compound that 
inhibits BACE1 expression or activity comprising incubating a peptide 
compound and a BACE1 polynucleotide, classified in class 435, subclass 23. 
Claims 6,7,9 and 10, drawn to a method for identifying a compound that 
inhibits BACE1 expression or activity comprising incubating a peptide 
compound and a BACE1 polypeptide, classified in class 435, subclass 23. 
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VII. 

VIII. 

IX. 
X. 

XI. 



XII. 



XIII. 



XIV 



Claims 6, and 8-10 drawn to a method for identifying a compound that 
inhibits BACE1 expression or activity comprising incubating a small molecule 
compound and a BACE1 polynucleotide, classified in class 435, subclass 23. 
Claims 6, and 8-10 drawn to a method for identifying a compound that 
inhibits BACE1 expression or activity comprising incubating a small molecule 
compound and a BACE1 polypeptide, classified in class 435, subclass 23. 
Claim 11, drawn to composition, not classifiable. 

Claim 12, drawn to composition in a pharmaceutical^ acceptable carrier, not 
classifiable. 

Claims 13-18, drawn to a method for diagnosing a subject having or at risk 
for having an A|U 1-40/42 peptide accumulation disease comprising 
measuring the level of BACE1 in a biological sample measuring the amount of 
a polynucleotide encoding BACE1, classified in class 435, subclass 6. 
Claims 13-15 and 19-23, drawn to a method for diagnosing a subject having 
or at risk for having an A[311-40/42 peptide accumulation disease comprising 
measuring the level of BACE1 in a biological sample using an antibody, 
classified in class 435, subclass 7.1. 

Claims 13, and 24-29, drawn to a method for diagnosing a subject having or 
at risk for having an A[Ul-40/42 peptide accumulation disease comprising 
measuring the level of BACE1 in a biological sample measuring, and further 
comprising detecting the level of an APP by antibody binding, classified in 
class 435, subclass 7.1. 

Claims 30-38, 40 and 41, drawn to a method for diagnosing a subject having 
or at risk for having Alzheimer's Disease comprising measuring the level of 
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A(Ul-40/42 in a biological sample measuring by antibody binding, classified in 
class 435, subclass 7.1. 

XV Claims 30 and 39, drawn to a method for diagnosing a subject having or at 
risk for having Alzheimer's Disease comprising measuring the level of Apil- 
40/42 in a biological sample measuring by antibody binding, and further 
comprising detecting the level of a BACE1 polypeptide, classified in class 435, 
subclass 23. 

XVI Claims 30 and 39, drawn to a method for diagnosing a subject having or at 
risk for having Alzheimer's Disease comprising measuring the level of Apil- 
40/42 in a biological sample measuring by antibody binding, and further 
comprising detecting the level of a BACE1 polynucleotide, classified in class 
435, subclass 6. 

XVII. Claims 42-64, drawn to nonhuman transgenic animals having a disruption of 
a BACE1 gene where the animals exhibit reduced Ap peptide, methods of 
producing the animals, and methods for using the animal in assay systems to 
determine agents that modulate expression or activity of BACE1, and 
methods of screening agents that ameliorate symptoms of Alzheimer's 
Disease, classified in class 800, subclass 3, as an example. 

XVIII. Claims 65-67, drawn to a kit comprising a nucleic acid probe that hybridizes to 
a nucleic acid sequence BACE1, classified in class 536, subclass 24.3 

XIX. Claims 65-67, drawn to a kit comprising an antibody specific for BACE1, 

classified in class 530, subclass 387.1. 

XX. Claim 68, drawn to a method for predicting the therapeutic effectiveness of a 
compound for treating Alzheimer's disease comprising measuring the 
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accumulation A(U 1-40/42 peptide fragments before and after administering 
the compound, classified in class 435, subclass 7.1. 

XXI. Claim 68, drawn to a method for predicting the therapeutic effectiveness of a 
compound for treating Alzheimer's disease comprising measuring the level of 
BACE1 polynucleotide before and after administering the compound, classified 
in class 435, subclass 6. 

XXII. Claim 68, drawn to a method for predicting the therapeutic effectiveness of a 
compound for treating Alzheimer's disease comprising measuring the level of 
BACE1 polypeptide before and after administering the compound, classified in 
class 435, subclass 23. 

XXIII. Claim 69, drawn to a method for monitoring the progression of Alzheimer's 
disease comprising measuring the accumulation Apil-40/42 peptide 
fragments, classified in class 435, subclass 7.1. 

XXIV. Claim 69, drawn to drawn to a method for monitoring the progression of 
Alzheimer's disease comprising measuring the level of BACE1 polynucleotide, 
classified in class 435, subclass 6. 

XXV. Claim 69, drawn to a method for monitoring the progression of Alzheimer's 
disease comprising measuring the level of BACE1 polypeptide, classified in 
class 435, subclass 23. 

The inventions are distinct, each from the other because: 

Inventions I and II are mutually exclusive and independent methods for 
modulating the production of A(U 1-40/42 in vivo as the active agent in invention I is 
an antibody, and the active agent in invention II is an antisense molecule. Antibodies 
and antisense molecules are of separate mode of action. Further, neither method is 
required for the implementation of the other method. 
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Inventions I, and inventions III and IV are mutually exclusive and 
independent methods for modulating the production of Apil-40/42. Invention I is an 
in vivo method where the antibody is administered to an animal whereas Inventions 
III and IV are in vitro methods, where the antibody or antisense molecule is 
delivered to an assay system that does not require an animal. Further, neither 
method is required for the implementation of the other method. 

Invention I, and inventions V-VIII are mutually exclusive and independent 
methods as the assay end-points are materially different and separate. Invention I 
requires that the modulation of A(Ul-40/42 be determined whereas each of 
inventions V-VIII require that the inhibition of BACE1 expression be determined. 
Further, neither method is required for the implementation of any of the other 
methods. 

Invention I, and inventions IX and X are mutually exclusive and independent. 
The method of invention I is not needed to implement the compositions of inventions 
IX and X, and vice versa. 

Invention I, and inventions XI-XVI are mutually exclusive and independent 
methods. The method of invention I is to a method for modulating the production of 
Api 1-40/42 in vivo where the active agent in invention I is an antibody. The 
methods of inventions XI-XVI are to methods of diagnosing a risk for having an 
A(Ul-40/42 accumulating disease. The end-points for the two types of methods is 
materially different and separate as are the protocols for achieving such. Further, 
invention I is not needed to implement any of inventions XI-XVI, and vice versa. 

Invention I and invention XVII are mutually exclusive and independent. The 
method of modulating of Invention I is not needed for the transgenic nonhuman 
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animal invention XVII. The protocols for invention I and XVII are materially different 
and separate. 

Inventions I and XVIII are materially different and separate. The method of 
modulating of invention I is not required for the implementation of the nucleic acid 
probe of invention XVIII, and vice versa. 

Inventions I and XIX are related as process of use and product. The 
inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with 
another materially different product or (2) the product as claimed can be used in a 
materially different process of using that product (MPEP § 806.05(h)). In the instant 
case the kit of invention XVIX can be used in immuno-purification procedures. 

Inventions I, and XX-XXII are mutually exclusive and independent methods. 
Invention I is to methods of in vivo modulation of A|U-40/42 production. Inventions 
XX-XXII are to a method of predicting the therapeutic effectiveness of a compound 
for treating Alzheimer's disease by determining the accumulation of Api-40/42 
fragments. As the assay endpoints are materially different and separate in inventions 
I, and XX-XXII, they would require materially different and separate protocols. 
Further, neither method is need for the implementation of the other method. 

Inventions I, and XXIII-XXV are mutually exclusive and independent 
methods. Invention I is to methods of in vivo modulation of Api-40/42 production. 
Inventions XXIII-XXV are to a method of monitoring the progression of Alzheimer's 
disease comprising measuring the accumulation of Api-40/42 fragments. As the 
assay endpoints are materially different and separate in inventions I, and XX-XXII, 
they would require materially different and separate protocols. Further, neither 
method is need for the implementation of the other method. 
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Inventions II, and inventions III and IV are mutually exclusive and 
independent methods for modulating the production of Api 1-40/42. Invention II is 
an in vivo method where the antisense molecule is administered to an animal 
whereas Inventions III and IV are in vitro methods, where the antibody or antisense 
molecule is delivered to an assay system that does not require an animal. Further, 
neither method is required for the implementation of the other method. 

Invention II, and inventions V-VIII are mutually exclusive and independent 
methods as the assay end-points are materially different and separate. Invention II 
requires that the modulation of A(Ul-40/42 be determined whereas each of 
inventions V-VIII require that the inhibition of BACE1 expression be determined. 
Further, neither method is required for the implementation of any of the other 
methods. 

Invention II, and inventions IX and X are mutually exclusive and independent. 
The method of invention II is not needed to implement the compositions of 
inventions IX and X, and vice versa. 

Invention II, and inventions XI-XVI are mutually exclusive and independent 
methods. The method of invention II is to a method for modulating the production of 
A(Ul-40/42 in vivo where the active agent in invention II is an antisense molecule. 
The methods of inventions XI-XVI are to methods of diagnosing a risk for having an 
Apil-40/42 accumulating disease. The end-points for the two types of methods is 
materially different and separate as are the protocols for achieving such. Further, 
invention II is not needed to implement any of inventions XI-XVI, and vice versa. 

Invention II and Invention XVII are mutually exclusive and independent. The 
method of modulating of Invention II is not needed for the transgenic nonhuman 
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animal invention XVII. The protocols for invention II and XVII are materially different 
and separate. 

Inventions II and XVIII are related as process of use and product. The 
inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with 
another materially different product or (2) the product as claimed can be used in a 
materially different process of using that product (MPEP § 806.05(h)). In the instant 
case the kit of invention XVIII can be used to isolate a gene for BACE1. 

Inventions II and XIX are materially different and separate. The method of 
modulating of invention II is not required for the implementation of the antibody of 
invention XIX, and vice versa. 

Inventions II, and XX-XXII are mutually exclusive and independent methods. 
Invention II is to a method of in vivo modulation of Api-40/42 production. 
Inventions XX-XXII are to a method of predicting the therapeutic effectiveness of a 
compound for treating Alzheimer's disease by determining the accumulation of Api- 
40/42 fragments. As the assay endpoints are materially different and separate in 
inventions II, and XX-XXII, they would require materially different and separate 
protocols. Further, neither method is need for the implementation of the other 
method. 

Inventions II, and XXIII-XXV are mutually exclusive and independent 
methods. Invention II is to methods of in vivo modulation of Api-40/42 production. 
Inventions XXIII-XXV are to a method of monitoring the progression of Alzheimer's 
disease comprising measuring the accumulation of A(31-40/42 fragments. As the 
assay endpoints are materially different and separate in inventions II, and XX-XXII, 
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they would require materially different and separate protocols. Further, neither 
method is need for the implementation of the other method. 

Inventions III and IV are mutually exclusive and independent methods for 
modulating the production of Ap 11-40/42. Invention III is an in vitro method where 
an antibody is delivered to an assay system that does not require an animal. 
Invention IV is an in vitro method where an antisense molecule is delivered to an 
assay system that does not require an animal. Further, neither method is required 
for the implementation of the other method. 

Invention III, and inventions V-VIII are mutually exclusive and independent 
methods as the assay end-points are materially different and separate. Invention III 
requires that the modulation of A(Ul-40/42 be determined whereas each of 
inventions V-VIII require that the inhibition of BACE1 expression be determined. 
Further, neither method is required for the implementation of any of the other 
methods. 

Invention III, and inventions IX and X are mutually exclusive and 
independent. The method of invention III is not needed to implement the 
compositions of inventions IX and X, and vice versa. 

Invention III, and inventions XI-XVI are mutually exclusive and independent 
methods. The method of invention III is to a method for modulating the production 
of Api 1-40/42 in vivo where the active agent in invention III is an antibody 
molecule. The methods of inventions XI-XVI are to methods of diagnosing a risk for 
having an A(U 1-40/42 accumulating disease. The end-points for the two types of 
methods is materially different and separate as are the protocols for achieving such. 
Further, invention III is not needed to implement any of inventions XI-XVI, and vice 
versa. 
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Invention III and Invention XVII are mutually exclusive and independent. The 
method of modulating of Invention III is not needed for the transgenic nonhuman 
animal invention XVII. The protocols for invention III and XVII are materially 
different and separate. 

Inventions III and XVIII are materially different and separate. The method of 
modulating of invention III is not required for the implementation of the nucleic acid 
probe of invention XVIII, and vice versa. 

Inventions III and XIX are related as process of use and product. The 
inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with 
another materially different product or (2) the product as claimed can be used in a 
materially different process of using that product (MPEP § 806.05(h)). In the instant 
case the kit of invention XVIX can be used in immuno-purification procedures. 

Inventions III, and XX-XXII are mutually exclusive and independent methods. 
Invention III is to a method of in vivo modulation of Api-40/42 production. 
Inventions XX-XXII are to a method of predicting the therapeutic effectiveness of a 
compound for treating Alzheimer's disease by determining the accumulation of Api- 
40/42 fragments. As the assay endpoints are materially different and separate in 
inventions III, and XX-XXII, they would require materially different and separate 
protocols. Further, neither method is need for the implementation of the other 
method. 

Inventions III, and XXIII-XXV are mutually exclusive and independent 
methods. Invention III is to methods of in vivo modulation of A(U-40/42 production. 
Inventions XXIII-XXV are to a method of monitoring the progression of Alzheimer's 
disease comprising measuring the accumulation of Api-40/42 fragments. As the 
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assay endpoints are materially different and separate in inventions III, and XX-XXII, 
they would require materially different and separate protocols. Further, neither 
method is need for the implementation of the other method. 

Invention IV, and inventions V-VIII are mutually exclusive and independent 
methods as the assay end-points are materially different and separate. Invention IV 
requires that the modulation of Apil-40/42 be determined whereas each of 
inventions V-VIII require that the inhibition of BACE1 expression be determined. 
Further, neither method is required for the implementation of any of the other 
methods. 

Invention IV and inventions IX and X are mutually exclusive and independent. 
The method of invention IV is not needed to implement the compositions of 
inventions IX and X, and vice versa. 

Invention IV, and inventions XI-XVI are mutually exclusive and independent 
methods. The method of invention IV is to a method for modulating the production of 
Apil-40/42 in vivo where the active agent in invention IV is an antisense molecule. 
The methods of inventions XI-XVI are to methods of diagnosing a risk for having an 
Apll-40/42 accumulating disease. The end-points for the two types of methods is 
materially different and separate as are the protocols for achieving such. Further, 
invention IV is not needed to implement any of inventions XI-XVI, and vice versa. 

Invention IV and Invention XVII are mutually exclusive and independent. The 
method of modulating of Invention IV is not needed for the transgenic nonhuman 
animal invention XVII. The protocols for invention IV and XVII are materially 
different and separate. 

Invention IV and XVIII are related as process of use and product. The 
inventions can be shown to be distinct if either or both of the following can be 
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shown: (1) the process for using the product as claimed can be practiced with 
another materially different product or (2) the product as claimed can be used in a 
materially different process of using that product (MPEP § 806.05(h)). In the instant 
case the kit of invention XVIII can be used to isolate a gene for BACE1. 

Inventions IV and XIX are materially different and separate. The method of 
modulating of invention IV is not required for the implementation of the antibody of 
invention XIX, and vice versa. 

Inventions IV, and XX-XXII are mutually exclusive and independent methods. 
Invention IV is to a method of in vivo modulation of A(U-40/42 production. 
Inventions XX-XXII are to a method of predicting the therapeutic effectiveness of a 
compound for treating Alzheimer's disease by determining the accumulation of A(U- 
40/42 fragments. As the assay endpoints are materially different and separate in 
inventions IV, and XX-XXII, they would require materially different and separate 
protocols. Further, neither method is need for the implementation of the other 
method. 

Inventions IV, and XXIII-XXV are mutually exclusive and independent 
methods. Invention IV is to a method of in vivo modulation of Api-40/42 production. 
Inventions XXIII-XXV are to a method of monitoring the progression of Alzheimer's 
disease comprising measuring the accumulation of Api-40/42 fragments. As the 
assay endpoints are materially different and separate in inventions IV, and XX-XXII, 
they would require materially different and separate protocols. Further, neither 
method is need for the implementation of the other method. 

Inventions V-VIII are mutually exclusive and independent methods for 
identifying a compound that inhibits BACE1 expression or activity comprising 
determining the effect of a peptide or a small molecule on either BACE1 
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polynucleotide or polypeptide. Each combination of compound and assay end-point 
are materially different and separate in assay protocols and data analysis. As the 
four combinations are materially different and separate from each other, neither 
method is needed for the implementation of any of the other methods. 

Inventions V-VIII and inventions IX and X are distinct. The methods of V-VIII 
can be used to identify large molecules that inhibit BACE1 expression or activity. 

Inventions V-VIII and, and inventions XI-XVI are mutually exclusive and 
independent methods. Inventions V-VIII are methods for identifying a compound 
that inhibits BACE1 expression or activity comprising determining the effect of a 
peptide or a small molecule on either BACE1 polynucleotide or polypeptide. 
Inventions XI-XVI are to methods of diagnosing a risk for having an Apil-40/42 
accumulating disease. The end-points for the two types of methods are materially 
different and separate as are the protocols for achieving such. Further, inventions V- 
VIII is not needed to implement any of inventions XI-XVI, and vice versa. 

Inventions V-VIII and Invention XVII are mutually exclusive and independent. 
The methods for identifying of inventions V-VIII are not needed for the transgenic 
nonhuman animal invention XVII. The protocols for inventions V-VIII and XVII are 
materially different and separate. 

Inventions V-VIII and XVIII are related as process of use and product. The 
inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with 
another materially different product or (2) the product as claimed can be used in a 
materially different process of using that product (MPEP § 806.05(h)). In the instant 
case the kit of invention XVIII can be used to isolate a gene for BACE1. 
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Inventions V-VIII and XIX are materially different and separate. The method 
of identifying compounds of invention IV is not required for the implementation of 
the antibody of invention XIX, and vice versa. 

Inventions V-VIII, and XX-XXII are mutually exclusive and independent 
methods. Inventions V-VIII are methods for identifying a compound that inhibits 
BACE1 expression or activity comprising determining the effect of a peptide or a 
small molecule on either BACE1 polynucleotide or polypeptide. Inventions XX-XXII 
are to a method of predicting the therapeutic effectiveness of a compound for 
treating Alzheimer's disease by determining the accumulation of Ap 1-40/42 
fragments. As the assay endpoints are materially different and separate in inventions 
V-VIII, and XX-XXII, they would require materially different and separate protocols. 
Further, neither method is need for the implementation of the other method. 

Inventions V-VIII, and XXIII-XXV are mutually exclusive and independent 
methods. Invention IV is to a method of in vivo modulation of Api-40/42 production. 
Inventions XXIII-XXV are to a method of monitoring the progression of Alzheimer's 
disease comprising measuring the accumulation of Api-40/42 fragments. As the 
assay endpoints are materially different and separate in inventions IV, and XX-XXII, 
they would require materially different and separate protocols. Further, neither 
method is need for the implementation of the other method. 

Inventions IX and X are distinct inventions as they are capable of separate 
uses. The composition of invention IX can be used in in vitro assays, and the 
pharmaceutical composition can be used in in vivo assays. 

Inventions IX and X, and inventions XI-XVI are mutually exclusive. The 
compositions of inventions IX and X are not needed for the implementation of 
inventions XI-XVI to methods of for diagnosing. 
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Inventions IX and X, and invention XVII are mutually exclusive and 
independent. The compositions of inventions IX and X are not needed for the 
transgenic nonhuman animal invention XVII, and vice-versa. 

Inventions IX and X, and invention XVIII are mutually exclusive and 
independent. The compositions of inventions IX and X are not needed for the nucleic 
acid probe of invention XVIII, and vice versa. 

Inventions IX and X, and XIX are mutually exclusive and independent. The 
compositions of inventions IX and X are not needed for the antibody of invention 
XIX, and vice versa. 

Inventions IX and X, and XX-XXII are mutually exclusive and independent. 
The compositions of inventions X and XI are not needed for inventions XX-XXII, to a 
method of predicting the therapeutic effectiveness of a compound for treating 
Alzheimer's disease by determining the accumulation of Api-40/42 fragments, and 
vice-versa. 

Inventions IX and X, and XXIII-XXV are mutually exclusive and independent. 
The compositions of inventions X and XI are not needed to implement inventions 
XXIII-XXV, to a method of monitoring the progression of Alzheimer's disease 
comprising measuring the accumulation of Apil-40/42 fragments, and vice versa. 

Inventions XI-XVI are mutually exclusive and independent methods of 
diagnosing a subject having or at risk for having an Apil-40/42 accumulation 
disease comprising measuring the levels of BACE1 and methods of diagnosing a 
subject having or at risk for having Alzheimer's disease comprising measuring the 
level of Api 1-40/42 where the levels of BACE1 or Apl 1-40/42 is by antibodies or the 
level of BACE or Ap 11-40/42 polynucleotide is determined. The methods are mutually 
exclusive and independent, as the methods require materially different and separate 
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protocols and the measuring of separate endpoints. Further, none of the methods of 
XI-XVI are required for the implementation of any of the other methods contained 
therein. 

Inventions XI-XVI and invention XVII are mutually exclusive and independent. 
Inventions XI-XVI are methods of diagnosing a subject having or at risk for having 
an A(U 1-40/42 accumulation disease comprising measuring the levels of BACE1 and 
methods of diagnosing a subject having or at risk for having Alzheimer's disease 
comprising measuring the level of A(Ul-40/42. Invention XVII is to transgenic 
nonhuman animals. None of the methods of XI-XVI are required for the 
implementation of the invention of XVII, and vice-versa. 

Inventions XI, XIII and XVI, and invention XVIII are related as process of use 
and product. The inventions can be shown to be distinct if either or both of the 
following can be shown: (1) the process for using the product as claimed can be 
practiced with another materially different product or (2) the product as claimed can 
be used in a materially different process of using that product (MPEP § 806.05(h)). 
In the instant case the kit of invention XVIII can be used to isolate a gene for BACE1. 

Inventions XII, XIII, XIV and XV, and invention XVIII are mutually exclusive 
and independent. None of the methods of XII, XIII, XIV and XV require the nucleic 
acid of invention XVIII and vice versa. 

Inventions XI and XIII-XVI, and invention XIX are mutually exclusive and 
independent. The methods of inventions XI and XIII-XVI do not require the antibody 
of invention XIX, and vice versa. 

Inventions XII and XIX are related as process of use and product. The 
inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with 
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another materially different product or (2) the product as claimed can be used in a 
materially different process of using that product (MPEP § 806.05(h)). In the instant 
case the antibody of invention XIX can be used in immune-purification procedures. 

Inventions XI-XVI, and XX-XXII are mutually exclusive and independent 
methods. Inventions XI-XVI are methods of diagnosing a subject having or at risk for 
having an AjU 1-40/42 accumulation disease comprising measuring the levels of 
BACE1 and methods of diagnosing a subject having or at risk for having Alzheimer's 
disease comprising measuring the level of Apil-40/42. Inventions XX-XXII are to a 
method of predicting the therapeutic effectiveness of a compound for treating 
Alzheimer's disease by determining the accumulation of A[3 1-40/42 fragments. The 
protocols for the assays of inventions XI-XVI and XX-XXII are materially different 
and separate. Further, neither method is need for the implementation of the other 
method. 

Inventions XI-XVI, and XXIII-XXV are mutually exclusive and independent 
methods. Inventions XI-XVI are methods of diagnosing a subject having or at risk for 
having an A[31 1-40/42 accumulation disease comprising measuring the levels of 
BACE1 and methods of diagnosing a subject having or at risk for having Alzheimer's 
disease comprising measuring the level of Api 1-40/42. The protocols for the assays 
in inventions XI-XVI and inventions XXIII-XXV are materially different and separate. 
Further, neither method is need for the implementation of the other method. 

Invention XVII, and inventions XVII and XIX are mutually exclusive and 
independent. Invention XVII is to a transgenic nonhuman animal. Invention XVII is 
to a kit comprising a nucleic acid probe, and invention XIX is to a kit comprising an 
antibody probe. Invention XVII, inventions XVII and XIX are not need for the 
implementation of each other. 
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Invention XVII, and the inventions of any of inventions XX-XXV are mutually 
exclusive and independent. The transgenic animal of invention XVII is not required 
for the implementation of any of the methods in any invention of XX-XXV. 

Invention XVIII, and invention XIX are mutually exclusive and independent. 
The kit of invention XVIII comprising a polynucleotide is not required for the 
implementation of the kit of invention XIX, comprising an antibody. 

Invention XVIII, and any of inventions XX, XXIII and XXV are mutually 
exclusive and independent. The kit comprising a nucleic acid probe of invention XVII 
is not needed for the implementation of any of inventions XX, XXIII and XXV, and 
vice-versa. 

Inventions XVIII and any of inventions XXI and XXIV are related as product 
and process of use. The inventions can be shown to be distinct if either or both of 
the following can be shown: (1) the process for using the product as claimed can be 
practiced with another materially different product or (2) the product as claimed can 
be used in a materially different process of using that product (MPEP § 806.05(h)). 
In the instant case the nucleic acid probe can be used to identify BACE1 genes in a 
library. 

Inventions XIX and any of inventions XXI, XXIII and XXIV are mutually 
exclusive and independent. The kit comprising an antibody is not needed for any of 
inventions XXI, XXIII and XXVI, and vice versa. 

Inventions XX and, inventions XXI and XXIV are mutually exclusive and 
independent methods. Invention XX required detection of peptide fragments, and 
inventions XXI and XXIV require detection of a polynucleotide. The protocols for 
detecting peptide fragments and polynucleotide are materially different and 
separate. Further, neither method is required for the other method. 
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Inventions XX, and inventions XXII and XXV are mutually exclusive and 
independent methods. Invention XX requires detecting Api 1-40/42 peptide 
fragments and inventions XXII and XXV require the detection of BACE1 polypeptide. 
The means for detecting these unrelated proteins is materially different and 
separate. Further, invention XX and invention XXII are not required for the 
implementation of each other. 

Inventions XX and XXIII are mutually exclusive and independent methods. 
The method of invention XX is to predict the therapeutic effectiveness of a compound 
comprising detecting Api 1-40/42 fragments. The method of invention XXIII is to a 
method of monitoring the progression of Alzheimer's disease comprising measuring 
the accumulation of Apll-40/42 peptide fragments. The protocols for predicting 
treatment effectiveness, as in invention XX, and the protocols for monitoring the 
progression of Alzheimer's disease are materially different and separate. Further, 
neither method requires the other method for implementation. 

Inventions XXI, and inventions XXII, XXIII and XXV are mutually exclusive 
and independent methods. The method for predicting the therapeutic effectiveness of 
a compound for treating Alzheimer's disease of invention XXI required determining 
the level of a BACE1 polynucleotide. Invention XXII, XXIII and XXV are to a method 
for predicting the therapeutic effectiveness of a compound for treating Alzheimer's 
disease and methods of monitoring the progression of Alzheimer's disease 
comprising measuring the accumulation of Api 1-40/42 peptide. The protocols for 
measuring a BACE1 polynucleotide and Api 1-40/42 peptide are materially different 
and separate. Further, the method of invention XXI is not needed to implement any 
of inventions XXII, XXIII and XXV. 
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Invention XXI and XXIV are mutually exclusive and independent methods. 
Both methods require the detection of BACE1 polynucleotide, but invention XXI is to 
predicting the therapeutic effectiveness of a compound for treating Alzheimer's 
disease, and invention XXIV is to monitoring the progression of Alzheimer's disease. 
Thus, the protocols are materially different and separate for the two methods. 
Neither method is needed to implement the other method. 

Inventions XXII and XXIII are mutually exclusive and independent methods. 
Invention XXII requires the measurement of BACE1 polypeptide, and invention XXIII 
requires the measurement of A(Ul-40/42 peptide. As BACE1 and A[Ul-40/42 
peptide are unrelated in amino acid sequence, the protocol for measuring them will 
be materially different and separate. Further, invention XXII is not required to 
implement invention XXIII and vice versa. 

Inventions XXII and XXIV are mutually exclusive and independent methods. 
Invention XXII requires the measurement of BACE1 polypeptide, and invention XXIV 
requires the measurement of BACE1 polynucleotide. The protocols for measuring a 
BACE1 peptide are materially different and separate from the protocol for measuring 
a BACE1 polynucleotide. Further, invention XXII is not required to implement 
invention XXIV and vice versa. 

Inventions XXII and XXV are mutually exclusive and independent methods. 
Invention XXII requires the measurement of BACE1 polypeptide to predict the 
effectiveness of a particular treatment. Invention XXV requires the measurement of 
BACE1 polypeptide to monitor the progression of Alzheimer's disease. The protocols 
determining treatment effectiveness are materially different and separate from 
protocols for monitoring Alzheimer's disease progression. Further, invention XXII is 
not required to implement invention XXV and vice versa. 
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Inventions XXIII and XXIV are mutually exclusive and independent methods. 
Invention XXIII requires the measurement of Api 1-40/42 peptide. Invention XXIV 
requires the measurement of BACE1 polynucleotide. The protocols for measuring an 
A|Ul-40/42 peptide is materially different and separate from the protocol for 
measuring a BACE1 polynucleotide. Further, invention XXIII is not required to 
implement invention XXIV and vice versa. 

Inventions XXIII and XXV are mutually exclusive and independent methods. 
Invention XXIII requires the measurement of Api 1-40/42 peptide. Invention XXV 
requires the measurement of BACE1 polypeptide. The protocols for measuring an 
Apil-40/42 peptide are materially different and separate from the protocol for 
measuring a BACE1 polypeptide. Further, invention XXIII is not required to 
implement invention XXV and vice versa. 

Inventions XXIV and XXV are mutually exclusive and independent methods. 
Invention XXIV requires the measurement of BACE1 polynucleotide. Invention XXV 
requires the measurement of BACE1 polypeptide. The protocols for measuring a 
BACE1 polynucleotide are materially different and separate from the protocol for 
measuring a BACE1 polypeptide. Further, invention XXIV is not required to 
implement invention XXV and vice versa. 

Because these inventions are distinct for the reasons given above and have 
acquired a separate status in the art as shown by their different classification and 
because of their recognized divergent subject matter, restriction for examination 
purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete must 
include an election of the invention to be examined even though the requirement be 
traversed (37 CFR 1.143). 



• 
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Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if 
one or more of the currently named inventors is no longer an inventor of at least one 
claim remaining in the application. Any amendment of inventorship must be 
accompanied by a request under 37 CFR 1.48(b) and by the fee required under 37 
CFR 1.17(i). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Deborah Crouch, Ph.D. whose telephone number is 703- 
308-1126. The examiner can normally be reached on M-Th, 8:30 AM to 7:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Deborah J. R. Clark can be reached on 703-305-4051. The fax phone numbers 
for the organization where this application or proceeding is assigned are 703-308-4242 for 
regular communications and 703-308-4242 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 



0916. 



? 




Deborah Crouch, Ph.D. 
Primary Examiner 
Art Unit 1632 



Dr. D. Crouch 
March 12, 2002 



